Pharmacokinetics of two partial benzodiazepine receptor agonistic beta-carboline derivatives in healthy volunteers.
Plasma levels of the two beta-carboline derivatives, ZK 91,296 (ethyl 5-benzyloxy-4-methoxymethyl-9H-pyrido (3,4-b) indole-3-carboxylate, CAS 83910-34-3) and ZK 95,962 (ethyl 5-isopropoxy-4-methoxymethyl-9H-pyrido (3,4-b) indole-3-carboxylate, CAS 101071-43-6) were measured in a total of 46 healthy male volunteers. The doses ranged from 1 to 40 micrograms/kg injected intravenously and from 40 to 600 mg given orally. Following i.v. injection, plasma levels declined in two phases with half-lives of 2-4 min (both drugs) and 0.5 h (ZK 95,962) or 1 h (ZK 91,296). The total clearance was 40-50 ml/min/kg and the oral bioavailability was estimated to be below 1% for both compounds. The reason was rapid first-pass inactivation, probably in the liver, and the formation of an acid metabolite. The plasma levels of this substance, which were determined after oral administration of ZK 91,296, were linearly correlated with the dose.